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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



IntolKtional application No. 

PCT/JP99/04480 



I. Basis f the rep rt 



1. With regard to the elements of the international application:* 
[X] the international application as originally filed 

I I the description: 

pages 

pages 

pages 

I I the claims: 
pages 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



, as originally filed 

, as amended (together with any statement under Article 19 
, filed with the demand 



_ , filed with the letter of 



I I the drawings: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



filed with the letter of 



I I the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

_ , filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

Thes e elements were available or fiimished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ 

contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 



□ 

The amendments have resulted in the cancellation of: 

□ 

the description, pages 

the claims, Nos. 

I I the drawings, sheets/fig 

5 I I report has been established as if (some oO the amendments had not been made, since they have been considered to go 

— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70,16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard t novelty, inventive step or industrial applicability; 


citations and explanations supporting such statement 




1. Statement 




Novelty (N) Claims g-17 


YES 


Claims i i 




Inventive step (IS) Claims 


YES 


Claims 1-17 


NO 


Industrial applicability (lA) Claims 1.17 


YES 


Claims 


NO 




2. Citations and explanations 




Claims 1-7 




Document 1: M. Koizumi, "Bone metastasis of cancer and osteal metabolism marker," Clinical 


Calsium, May 1998, pages 98-100 




Document 2: S. Takahashi, M. Koizumi, "Significance of osteal metabolism marker for 


diagnosing bone metastasis," Biotherapy, Vol. 1 1, No. 1, 1997, pages 75-80 


Documents 1 and 2 describe a diagnostic method for bone metastasis of malignant tumors that 


uses a marker that reflects the activity of osteoblasts and a marker that reflects the activity of 


osteoclasts. 




They also describe PICP, PINP, osteocalcin and BALP as markers that reflect osteoblast activity. 


and they describe the use of bone type-I collagen as a marker that reflects osteoclast activity. 


Claims 8-17 




Document 3: H. Nakane et al. "Correlation among the measurement of therapeutic effects on 


bone metastasis foci, osteal metabolism marker and the condition of bone metastasis," 


Therapeutic Research, Vol. 16, No, 12, 1995, pages 212-217 




Document 3 describe a means of determining the effect of drug therapy using a marker that 


reflects osteoblast activity and a marker that reflects osteoclast activity. 


It is obvious for persons skilled in the art to prepare an invention such as the one in this 


application by utilizing the markers described in documents 


1 and 2 in the method for 


determining the effect of drug therapy described in document 3. 
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(54)TitIe: METHOD FOR DIAGNOSING BONE METASTASIS OF MALIGNANT TUMOR 



(57) Abstract 

Therapeutic effects of drugs on bone metastasis and cancer (mammary cancer, prostatic cancer, lung cancer, etc.) inducing bone 
metastasis are evaluated by using a marker reflecting the activity of osteoblasts and a marker reflecting the effect of osteoclasts. 
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zmm< (1. 3 o) \.mit\^fz?Y)x\tzm^m^ io. 05) :Ltifi^i)^ 

•otco CR(Di^0 7.:t-/t — <>^v^7.\tO. 5 9 6 T^^CDlC^UT, PD 
20 S#2 0 6f!l, 5 0^JO?LJIS#<£*f^i: UT, ^^m^-ti- (BAL 

^n^m^^<Dit^mm'^tcn.p^m^m.m(D^m.m^\z^r) ^ cr, nc, im 

P, new> VDmz^mh. ^n^tKDmcOB P.hV (DZW.^^XS^7sT-^tS 
)V-y><DZ^^-^^fZo :$?>{C, Zinib(DZm^i^'^^(Dm\Z'D\^^XCfU7.^- 
25 A*— 0x7^57 X^^mU/co 

^JftlLTlfiim?l:^gib> ?|il^^£tT'5^T-4 0*CT?^^«#bfCc lfilffl4'OBA 
LP«7;i/^7 7~if-B^-/ h (ALKPHASE-B kit, Metra Biosystems) SrfflVi 



:ttl)V:y>\t. BGP-IRMA h (H^^b^) <£fflVvfc-l' 5S;:t^ h U 

BALP(7)Z# 
5 CR : 0. 7 4 1 

N C : 1 . 5 1 4 
I MP : 0. 7 3 5 
n ew : 2. 0 2 1 
PD : 5.041 

10 

CR : 0.267 
N C : 0 . 2 3 7 
I MP : 0. 0 3 9 
15 new:-0.16 7 

PD : 0. 5 1 6 

0.360 
0. 157 
0 . 0 5 3 
0.083 
0.102 

25 laSfCCR, NC, IMP, n ewii^XS?D\Zi5n^i7UM-n — f >x 

9 



C R : 

20 NC: 
IMP: 
new; - 
PD : 
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HCDCiy^^e., %mO)m'^h^ U7.t-J^-^ yy'y ^ 7.\ZJ:r)^^1^(;)]gnm 

M3iM{Ci3t/iT«CR<!: I MP. NC i P D(Di^ D7.:t-A — T >x 
10 ^^^LX\^^\ Li)^\^Utfi^. %mzii^^X\ts NCiPD(iifigLTVi§fe 

n^m\z^^B'mh^(Dmmz-D\^^x(Dmm^n'orco $e>tc. :^^Hj#e>«, 

hU V ^ 7.^m\zmmt^'^-tl-Xh^Y> lCT>-^tc\t? I NPiOi^P;^ 

T h 'J i:7;^Ma^Jcl3iiT?>T-:^3-T^nt^B AL PJ^^coT-:tr~feffiVi 
§ H (i: T t § d (h «m 5 1 T T^cC . . 



-t5-thx\t. m-Dt^tm^nx^^^-h^ ^mMro^mm i^^n^m 
\z^^mm^<Dmm^\t. I CTP (iJ'-i'T'i □^-y>:^;i'3j^^'>5i5S^xo 

10 ^y^^K) t\^^'b\tm.m±^f£.^m(Day-^y{mm^n^'t^z.t\z^r, 
mmtM. lCi:'?i)^'^-tl-tLxmnx\^^^ m^\t. The Bone. 
Vol. 10. No. 3, p. 111-1 1 8. 19 9 6 . OTIC. I 

c T p ^%\m \^fz^m^(Dn^^i^xs^m\z^^^m^<7)^m^\zm'r^mik 

15 

: ?L^?&^l-*3tt§ I CTPC?)l/^;i/ 

m:.XSh-y)V-turP'y-^)V\CAY) ^^mz2 3 ^©?USa#lCOViT I C 
TP0lx^;l/^aiJ;£Ly5-. MI&iife-hbTC AF$gtt/t#^^07^Vi 9 

20 Somil#?£*ffi?.SIibfc„ 

1 lEl#->>5^0i^{r^gjfiibTjfiltf Sr^flLfc. :^ilLfc:lfiim«^*ff^ff 5 
^X- A QV.X^m'mhtCo #?^^-T-;^-tbTBALP^X>if-l'A<A 
25 y7«y-fe-r (ALKPHASE-B kit. Metra Biosystems) lCcJ;oTa05£Lfc:. -t^ijXT 
-;^-iUT I CTP^^vit-l'Ay (Orion Diagnostica) {C«fcoT^J 

^b/co Sfc, jfiitf4'OCA 1 5-3S:'l'Ay^>';r;<hU^;/i^T^yii'r 
(Centocor) \Z^'oXm'^\.fz. n^ntzm'&mU.^i^^^XSSE (^tpl^M) 
T^L;t, B o n f e r r o n i mz^^^Wi6^i^ri (ANOVA) SrffiV^TW^ 

11 
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^m<&EI4lC^-r. m4f}^i^. PR (partial response) *5 
ckD^NCOE^OI CTP€<i:Jt$S(bTPD(DS#(DI CT PM«Wlc{C±#L. 
tco yU7 (flare) <^a#(D I C T PM«P D^S^O^i^ck D t)WjtH 
5 {STL/, NCS#43J:t)^f 1 a r e -up;^ci:L.0PRa^© I CTPMi:^BiiL/ 
t^fj^-DTzo m4\Z^n^. PD, 71/7 (f lare) ^^nNC\tmm 

10 Ti^ofco 

15 -2r-€-n^*nffiViT, M:^(D'7'-:^-^^-:$'--r^Zt\Z^K)&i}miBm^T 



It 5it o ig m 
10. ^m^^^. m^miBm.<D^m:^m. 

(1) P 1 CPhL<\tP lNP:^^ZS:t7.f-:ti0)\^'y>, $>^\^^t 

(2) BALP*5cfcr>':rX'x:t;^;l'5/> 

25 7. :t7.T-^;^;W->><i:P I CP'bU<«P I NPiO^PXrt-A' — T >x 
iBAL P<i:(Di^DX:t-A* — f >x»y i^7.0{l, :fe<tt;^I CTPO^iJ^fitlCS 

13 
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(2) BALF^^ZS:tX'r^tl)V>^y 

15 14. mnm^(Dj^m^KvkT^^-:^^ti.xmm=i^-^\>\zmm'r^ 

1 6. ^mimizmmr^-7-ti'-t^mmmmmmii^iS'^h^yy^7.m^ 
mny-'tf>izmm't^'7-ti-(omi^imzm':s<-/}K ^-svi^, sB^Mtcn 

mr5 < , mim. s ~ i s cd virnj^^ i mumo^^. 

25 17. :t7.x:f:^j;i->>tP I CPfeU<«P I NPi:(7)^DX:^--A'— >f > 
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